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FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


LI AND 


C72H95CLN14014 .C 






2HF302/MF 














L9 


2 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


LI NOT 


(L7 OR L8) 


L10 


2 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


L2 AND 


DIMETHYLSULFONIO 


Lll 


2 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


L3 AND 


DIMETHYLSULFONIO 


L12 


2 


SEA 
F 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


L6 AND 


C77H99CLN13013/M 


L13 


1 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


LI 2 NOT L ALANYL 


L17 


2 


SEA 


FILE= 


REGISTRY 


ABB 


= ON 


PLU= 


ON 


L4 AND 


C75H95CLN14014 


L19 


2 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


L4 AND 


C77H98CLN14015 


L2 0 


1 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


L4 AND 


INNER SALT 


L22 


1 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


L5 AND 


16 -195/RID 


L23 


15 


SEA 


FILE= 


REGISTRY 


ABB 


=ON 


PLU= 


ON 


(L17 OR L19 OR L20 OR L 



13 OR L10 OR Lll OR L22 OR L7 OR L8 OR L9) 



=> d his 124- 

(FILE ' HCAOLD 1 ENTERED AT 15:48:13 ON 02 JUN 1997) 
L24 0 S L23 

FILE 'HCAPLUS' ENTERED AT 15:48:17 ON 02 JUN 1997 
L25 3 S L23 

FILE 1 USPATFULL ' ENTERED AT 15:48:20 ON 02 JUN 19 97 
L26 0 S L23 

FILE 'REGISTRY* ENTERED AT 15:48:32 ON 02 JUN 1997 

=> fil hcaplus 

FILE 'HCAPLUS' ENTERED AT 15:48:46 ON 02 JUN 1997 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 1997 AMERICAN CHEMICAL SOCIETY (ACS) 



I 
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FILE COVERS 1967 - 2 Jun 1997 VOL 126 ISS 22 
FILE LAST UPDATED: 2 Jun 1997 (970602/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
»BI AB ' IS DEFAULT SEARCH FIELD FOR 'HCAPLUS' FILE 

=> d 125 1- bib abs hitrn 

L2 5 ANSWER 1 OF 3 HCAPLUS COPYRIGHT 1997 ACS 
AN 1997:168540 HCAPLUS 
DN 126:152828 

TI LHRH antagonist synthetic peptide analogs for use as cancer 

inhibitors, contraceptives, or other pharmaceuticals 
IN Roeske, Roger W. 

PA Indiana University Foundation, USA; Roeske, Roger W. 
SO PCT Int . Appl . , 52 pp . 

CODEN: PIXXD2 
PI WO 9640757 A2 961219 
DS W: AU, CA, JP, US 

RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, 
SE 

AI WO 96-US9852 960607 

PRAI US 95-480494 950607 

DT Patent 

LA English 

OS MARPAT 126:152828 

AB Many novel LH-releasing hormone (LHRH) antagonist peptide analogs or 
peptide mimetics, pharmaceutical compns . thereof, and methods of use 
thereof, are disclosed. The LHRH antagonist comprises a peptide 
compd., wherein a residue of the peptide compd. corresponding to the 
amino acid at position 6 of natural mammalian LHRH comprises a 
hydrophilic N-acyl moiety, a dipolar moiety, a sulfonium moiety, a 
receptor-modifying moiety or a small polar moiety. LHRH antagonist 
peptides are useful as inhibitors of sex hormone -dependent cancers 
(e.g., prostate cancer) . LHRH antagonist peptides are also useful 
as contraceptive agents. The peptides can be used to treat other 
LHRH-related disorders as well, such as precocious puberty or 
premenstrual syndrome. The ant i- ovulatory and histamine release 
activity of LHRH antagonists are compared. S.c. injections of LHRH 
antagonists suppressed plasma testosterone levels. 

IT 186835-69-8P 186837-22-9P 186837-35-4P 
186837-47-8P 186837-76-3P 186837-97-8P 

RL: BAC (Biological activity or effector, except adverse) ; PRP 
(Properties) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(LHRH antagonist synthetic peptide analogs with pharmaceutical 
applications as cancer inhibitors or contraceptive agents) 

L25 ANSWER 2 OF 3 HCAPLUS COPYRIGHT 1997 ACS 
.AN 1996:696047 HCAPLUS 
DN 126:26943 

TI Structure-activity studies of GnRH antagonists having dipolar 
residues 

AU Guo, L.; Tian, Z . ; Edwards, P. J.; Zhang, Y. L . ; Shobana, N.; 
Roeske, R. W. 

CS School Medicine, Indiana University, Indianapolis, IN, 46202, USA 
SO Pept.: Chem., Struct. Biol., Proc . Am. Pept . Symp . , 14th (1996), 
Meeting Date 1995, 665-666. Editor(s): Kaumaya, Pravin T. P.; 



borin - 08 / 480494 Page 3 

Hodges, Robert S. Publisher: Mayflower Scientific, Kingswinf ord, UK. 

CODEN: 63NTAF 
DT Conference 
LA English 

AB The authors report the synthesis of several GnRH antagonists having 
a D-Lys (ONic) , D-Pal(N-O), or D- Pal (CH2C00H) residue in position 6 
or 3 along with their antiovulatory (AO) effects and histamine 
releasing toxicity (HRT) . Compared with the antagonist 
D-Glu (taurine) 6, GnRH-D-Pal (N-O) 6 has almost the same level of HRT 
but much better AO activity, 50% inhibition of ovulation at a dose 
of 1 .mu.g in rats. GnRH D-Lys (ONic) 6 and D- Pal (CH2C00H) 6 also have 
low HRT and good AOA of 1/8 and 6/8 at 1.0 .mu.g. Substitution of 
N-Me-Tyr5 for Tyr5 does not influence AOA and HRT to any extent. 
Replacement of D-Pal(N-0)6 by D-Pal(N-0)3 increases HRT remarkable 
from 145 to 25 .mu.g/mL. 

IT 184679-82-1P 

RL: BAC (Biological activity or effector, except adverse); BPR 
(Biological process) ; PRP (Properties) ; SPN (Synthetic preparation) ; 
BIOL (Biological study) ; PREP (Preparation) ; PROC (Process) 

(structure-activity studies of GnRH antagonists having dipolar 
residues) 

L25 ANSWER 3 OF 3 HCAPLUS COPYRIGHT 1997 ACS 
AN 1994:427074 HCAPLUS 
DN 121:27074 

TI Structure-activity studies of LH-RH antagonists with side-chain 

modified D-lysine in position 6 
AU Tian, Zhen-ping; Zhang, Yong-liang; Kowalczuk, Maria; 

Hrinyo- Pavlina, Tanya; Edwards, Patrick; Roeske, Roger 
CS Dep. Biochem. and Mol . Biol., Indiana Univ. Sch. Med., Indianapolis, 

IN, 46202-5122, USA 
SO Pept.: Biol. Chem., Proc . Chin. Pept . Symp . (1993) , Meeting Date 

1992, 45-8. Editor(s) : Edited by Du, Yu-cang; Tarn, James P.; Zhang, 

You-shang. Publisher: ESCOM, Leiden, Neth. 

CODEN: 59YOAI 
DT Conference 
LA English 

AB Twenty-two LH-RH antagonists were synthesized with a side-chain 
modified D-lysine in position 6, having the general sequence 
Ac-D-Nall-4-Cl- .delta . -Phe2-D-Pal3 -Ser-Tyr-D-Lys (X) 6 -Leu-Lys ( iPr) 8- 
Pro-D-Ala-NH2 and were tested for antiovulatory activity and 
histamine-releasing toxicity. Modification of the D-Lys side chain 
. epsilon . -amino group in position 6 with arom. moieties produced 
less active LH-RH antagonists, whereas incorporation of an arom. 
heterocyclic moiety with a pos . charge on the ring increased the 
antiovulatory activity dramatically, although histamine-releasing 
toxicity was also increased. Replacement of the . epsilon . -amino 
group of . delta .- lysine with either another primary amino group, a 
secondary amino group, or a tertiary amino group provided good 
antiovulatory activity but the histamine-releasing toxicity was not 
improved. The compds . with pryoglutamic acid or its thio analog 
attached to D-lysine side-chain showed 90-100% inhibition of 
ovulation with reasonably low histamine-releasing toxicity. 

IT 155944-29-9 

RL: BIOL (Biological study) 

(antiovulatory activity and histamine-releasing toxicity of, 
structure in relation to) 



=> fil reg 
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FILE 'REGISTRY' ENTERED AT 15:48:57 ON 02 JUN 1997 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS . 

COPYRIGHT (C) 1997 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 1 JUNE 97 HIGHEST RN 189261-10-7 
DICTIONARY FILE UPDATES: 1 JUNE 97 HIGHEST RN 189357-16-2 

TSCA INFORMATION NOW CURRENT THROUGH DECEMBER 1996 

Please note that search- term pricing does apply when 
conducting SmartSELECT searches. 

=> d 123 1- sqide can 

L23 ANSWER l.-OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN -18-6837-97-8 REGISTRY 

CN ( D^Alaninamide, N-acetyl-3- (2 -naphthalenyl) -D-alanyl-4-chloro-D- 



^phenylalanyl-3 - (3 -pyridinyl) -D-alanyl-L-seryl-L-tyrosyl-D-arginyl-L 
leucyl- (2S) - 2 - amino - 4 - ( dime thy 1 sul f onio) butanoyl-L -prolyl - , salt 
with trif luoroacetic acid (1:1), mono (trif luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 
NTE modified 



type 




-- location 


description 


terminal mod. 


Ala- 


1 


N-acetyl 


terminal mod. 


Ala- 


lp . 


C-terminal amide 


modification 






undetermined modification 


modification 


Ala- 


l 


2 -naphthalenyl<2 -Naph> 


modification 


Phe- 


2 


chloro<Cl> 


modification 


Ala- 


3 


3 -pyridinyl <3 Py > 


modification 


Met- 


8 


methyl <Me> 



SEQ 1 AFASYRLMPA 



HITS AT: 1-10 

MF C70 H93 Cl N15 013 S . C2 H F3 02 . C2 F3 02 
SR CA 

LC STN Files: CA, CAPLUS 
CM 1 

CRN 186837-96-7 

CMF C70 H93 Cl N15 013 S 




Absolute stereochemistry. 



f 

borin - 08 / 480494 Page 5 



PAGE 1-A 




CM 2 

CRN 14477-72-6 

CMF C2 F3 02 

F 

F— C— CO2 ~ 
F 

CM 3 

CRN 76-05-1 

CMF C2 H F3 02 
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f 

F— C— CO2H 
F 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 126:152828 

L23 ANSWER 2 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-96-7 REGISTRY 

CN D- Alan in amide, N-acetyl-3 - (2 - naphtha lenyl) -D-alanyl -4 -chloro-D- 

phenylalanyl-3 - (3 -pyridinyl) -D-alanyl -L- seryl -L-tyrosyl-D -arginyl -L- 
leucyl- (2S) - 2 - amino - 4 - ( dime thylsulf onio) butanoyl-L -prolyl- (9CI) 

(CA INDEX NAME) 
FS PROTEIN SEQUENCE ; STEREOSEARCH 
SQL 10 
NTE modified 



type 


location 


description 


terminal mod. 


Ala-1 


N-acetyl 


terminal mod. 


Ala-10 


C-terminal amide 


modification 


Ala-1 


2-naphthalenyl<2-Naph> 


modification 


Phe-2 


chloro<Cl> 


modification 


Ala-3 


3-pyridinyl<3Py> 


modification 


Met-8 


methyl<Me> 



SEQ 1 AFASYRLMPA 



HITS AT: 1-10 

MF C70 H93 Cl N15 013 S 

CI COM 

SR CA 

Absolute stereochemistry. 

PAGE 1-A 
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PAGE 1-B 




L23 ANSWER 3 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-76-3 REGISTRY 

CN D-Alaninamide, N-acetyl-3 - (2 -naphthalenyl) -D-alanyl-4-chloro-D- 
phenylalanyl-D-tryptophyl-L- seryl -L-tyrosyl- (2R) -2 -amino-4 - 
( dimethyl sulfonio) butanoyl-L-leucyl-L-arginyl-L -prolyl- , salt with 
trif luoroacetic acid (1:1), mono ( trif luoroacetate) (salt) (9CI) 

(CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 
NTE modified 



type 




-- location 


description 


terminal mod. 


Ala- 


1 


N- acetyl 


terminal mod. 


Ala- 


10 


C- terminal amide 


modification 






undetermined modification 


modification 


Ala- 


1 


2-naphthalenyl<2-Naph> 


modification 


Phe- 


2 


chloro<Cl> 


modification 


Met- 


6 


methyl <Me> 



SEQ 1 AFWSYMLRPA 



HITS AT: 1-10 

MF C73 H95 Cl N15 013 S . C2 H F3 02 . C2 F3 02 
SR CA 

LC STN Files: CA # CAPLUS 

CM 1 

CRN 186837-75-2 

CMF C73 H95 Cl N15 013 S 



Absolute stereochemistry. 



borin 



08 / 480494 



PAGE 1 




PAGE 2 



CM 2 

CRN 14477-72-6 

CMF C2 F3 02 

F 

I 

F— C- CO2 " 

I 

F 

CM 3 

CRN 76-05-1 



CMF C2 H F3 02 



borin 



08 / 480494 



Page 9 



F— C— CO2H 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 126:152828 

L23 ANSWER 4 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-75-2 REGISTRY 

CN D-Alaninamide , N-acetyl -3 - ( 2 -naphthalenyl) -D-alanyl -4 -chloro-D- 
phenylalanyl-D-tryptophyl-L-seryl-L-tyrosyl- (2R) -2 -amino-4 - 
( dime thy 1 sul fonio) but anoy 1 - L - leucy 1 - L - arginyl - L -prolyl - ( 9 CI ) 

(CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 
NTE modified 



type 




-- location 


description 


terminal mod. 


Ala- 


1 


N-acetyl 


terminal mod. 


Ala- 


10 


C- terminal amide 


modification 


Ala- 


1 


2 - naphthalenyl<2 -Naph> 


modification 


Phe- 


2 


chloro<Cl> 


modification 


Met- 


6 


methyl<Me> 



SEQ 1 AFWSYMLRPA 



HITS AT: 1-10 

MF C73 H95 Cl N15 013 S 

CI COM 

SR CA 

Absolute stereochemistry. 
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Page 10 




O^NH \ 0 




HN NH2 



~NH 2 



PAGE 2-B 



L23 

RN 

CN 



FS 

SQL 

NTE 



ANSWER 5 OF 15 REGISTRY COPYRIGHT 1997 ACS 
18 6837-47-8 REGISTRY 

D-Alaninamide, N-acetyl-3~ (2-naphthalenyl) -D-alanyl-4-chloro-D- 

phenylalanyl-3- (3-pyridinyl) -D-alanyl-L-seryl-N-methyl-L- tyrosyl-D- 

asparaginyl-L-leucyl-N6 - (1-methylethyl) -L-lysyl-L-prolyl- , 

mono (trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

PROTEIN SEQUENCE; STEREOSEARCH 

10 

modified 



type 




-- location 


description 


terminal mod. 


Ala- 


1 


N-acetyl 


terminal mod. 


Ala- 


10 


C- terminal amide 


modification 






undetermined modification 


modification 


Ala- 


1 


2 - naphthalenyl<2 -Naph> 


modification 


Phe- 


2 


chloro<Cl> 


modification 


Ala- 


3 


3-pyridinyl<3Py> 


modification 


Tyr- 


5 


methyl<Me> 


modification 


Lys- 


8 


l-methylethyl<i-Pr> 



SEQ 1 AFASYNLKPA 



HITS AT: 1-10 

MF C72 H95 Cl N14 014 . C2 H F3 02 

SR CA 

LC STN Files: CA, CAPLUS 



CM 1 
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CRN 183552-38-7 

CMF C72 H95 Cl N14 014 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 




^NHPr-i 
NH 2 0 (CH 2 )4 r 

H II I / 




NH 2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

■c— C0 2 H 
F 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 



126 : 152828 



L23 ANSWER 6 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-35-4 REGISTRY 

CN D-Alaninamide, N-acetyl-3- (2-naphthalenyl) -D-alanyl-4-chloro-D- 
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phenylalanyl-3- (3-pyridinyl) -D-alanyl-L- seryl-L- tyrosyl-3- (l-oxido-3- 
pyridinyl) -D-alanyl-L-leucyl-N6- (1-methylethyl) -L-lysyl-L-prolyl- , 
mono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified (modifications unspecified) 



type 


location 




description 


stereo 


Ala-10 


D 




SEQ 


1 AFASYALKPA 






HITS AT: 


1-10 






MF C75 


H95 CI N14 014 . C2 H F3 02 






SR CA 








LC STN 


Files: CA, CAPLUS 






CM 


1 






CRN 


186837-34-3 






CMF 


C75 H95 CI N14 014 






Absolute 


stereochemistry. 







PAGE 1-A 




borin 



08 / 480494 



PAGE 1-B 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F— C— CO2H 
F 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 126:152828 

L23 ANSWER 7 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-34-3 REGISTRY 

CN D-Alaninamide, N-acetyl-3- (2-naphthalenyl) -D-alanyl-4-chloro-D- 

phenylalanyl-3- (3-pyridinyl) -D-alanyl-L-seryl-L-tyrosyl-3- (1-oxido 
pyridinyl) -D-alanyl-L-leucyl-N6- ( 1-methylethyl) -L-lysyl-L-prolyl- 
(9CI) (CA INDEX NAME) 

FS 3D CONCORD; PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified (modifications unspecified) 



type 


location 




description 


stereo 


Ala-10 


D 




SEQ 


1 AFASYALKPA 







HITS AT: 1-10 

MF C75 H95 Cl N14 014 

CI COM 
SR CA 



Absolute stereochemistry. 



borin 



08 / 480494 



PAGE 1-A 




L23 ANSWER 8 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-22-9 REGISTRY 

CN D-Alaninamide, N-acetyl-3- (2 -naphtha lenyl) -D-alanyl-4 -chloro-D- 
phenylalanyl-3- (3 -pyridinyl) -D-alanyl-L- seryl-L-tyrosyl-3- [1- 
(carboxymethyl) pyridinium-3-yl] -D-alanyl-L- leucyl-N6- (1-methylethyl) 
L-lysyl-L-prolyl- , salt with trif luoroacetic acid (1:1) (9CI) (CA 
INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified (modifications unspecified) 



type 


location 




description 


stereo 


Ala-10 


D 




SEQ 


1 AFASYALKPA 







HITS AT: 1-10 

MF C77 H98 Cl N14 015 . C2 F3 02 

SR CA 
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LC STN Files: CA, CAPLUS 
CM 1 

CRN 186837-21-8 

CMF C77 H98 Cl N14 015 

Absolute stereochemistry. 

PAGE 1-A 





1 REFERENCES IN FILE CA (1967 TO DATE) 
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1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
REFERENCE 1: 126:152828 

L23 ANSWER 9 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186837-21-8 REGISTRY 

CN D-Alaninamide, N-acetyl-3- (2-naphthalenyl) -D-alanyl-4-chloro-D- 
phenylalanyl-3- (3-pyridinyl) -D-alanyl-L- seryl-L- tyrosyl-3- [1- 
(carboxymethyl) pyridinium-3-yl] -D-alanyl-L- leucyl-N6 - (1-methylethyl) - 
L-lysyl-L-prolyl- (9CI) (CA INDEX NAME) 

FS 3D CONCORD; PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified (modifications unspecified) 



type 


location 




description 


stereo 


Ala-10 


D 




SEQ 


1 AFASYALKPA 







HITS AT: 1-10 

MF C77 H98 Cl N14 015 

CI COM 
SR CA 



Absolute stereochemistry. 

PAGE 1-A 
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Page 17 



PAGE 1-B 




C0 2 H 




NHPr-i 



NH 2 



OH 



L23 ANSWER 10 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN . 186837-15-0 REGISTRY 

CN D-Alaninamide, N-acetyl-N-methylglycyl-4-chloro-D-phenylalanyl-3 - (2- 
naphthalenyl) -D-alanyl-L-seryl-L- tyrosyl-3 - [1- 

(phenylmethyl) pyridinium-3-yl] -D-alanyl-L- leucyl-N6- ( 1- methyl ethyl) - 

L-lysyl-L-prolyl- (9CI) (CA INDEX NAME) 
FS 3D CONCORD; PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 

NTE modified (modifications unspecified) 



type 


location 




description 


uncommon 
stereo 


Sar-1 
Ala-10 


D 




SEQ 


1 XFASYALKPA 






HITS AT: 
MF C77 


1-10 
H99 CI N13 013 







CI COM 
SR CA 

Absolute stereochemistry. 



borin - 08 / 480494 Page 18 



PAGE 1-A 




PAGE 1-B 




L23 ANSWER 11 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186835-69-8 REGISTRY 

CN D-Alaninamide, N-acetyl-3- (2 -naphthalenyl) -D-alanyl-4 -chloro-D- 
phenylalanyl-3- (3 -pyridinyl) -D-alanyl-L-seryl-L-tyrosyl-D- 
asparaginyl-L-leucyl-N6- ( 1-methylethyl) -L-lysyl-L-prolyl- , 
mono(trif luoroacetate) (salt) (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified 



type location description 



terminal mod. 

terminal mod. 

modification 

modification 

modification 

modification 

modification 



Ala-1 
Ala-10 

Ala-1 
Phe-2 
Ala-3 
Lys-8 



N- acetyl 

C- terminal amide 
undetermined modification 

2- naphthalenyl<2-Naph> 
chloro<Cl> 

3- pyridinyl <3Py> 
l-methylethyl<i-Pr> 
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SEQ 1 AFASYNLKPA 



HITS AT: 1-10 

MF C71 H93 CI N14 014 . C2 H F3 02 
SR CA 

I LC STN Files: CA, CAPLUS 

CM 1 

CRN 186835-68-7 

CMF C71 H93 Cl N14 014 

Absolute stereochemistry. 



PAGE 1-A 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 
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:? 

F— C— CO2H 
F 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (19 67 TO DATE) 

REFERENCE 1: 126:152828 

L23 ANSWER 12 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 186835-68-7 REGISTRY 

CN D-Alaninamide, N-acetyl-3- (2-naphthalenyl) -D-alanyl-4 -chloro-D- 
phenylalanyl-3- (3-pyridinyl) -D-alanyl-L-seryl-L-tyrosyl-D- 
asparaginyl-L-leucyl-N6- ( 1-methylethyl) -L-lysyl-L-prolyl- (9CI) (CA 
INDEX NAME) 

FS 3D CONCORD; PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified 



type 


location 


description 


terminal mod. 


Ala-1 


N-acetyl 


terminal mod. 


Ala-10 


C-terminal amide 


modification 


Ala-1 


2 -naphthalenyl <2 -Naph> 


modification 


Phe-2 


chloro<Cl> 


modification 


Ala-3 


3-pyridinyl<3Py> 


modification 


Lys-8 


l-methylethyl<i-Pr> 



SEQ 1 AFASYNLKPA 



HITS AT: 1-10 

MF C71 H93 CI N14 014 

CI COM 

SR CA 

Absolute stereochemistry. 

PAGE 1-A 
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Page 21 



PAGE 1-B 



O 




L23 ANSWER 13 OF 15 REGISTRY COPYRIGHT 19 97 ACS 
RN 184679-82-1 REGISTRY 

CN D-Alaninamide, N- acetyl -3 - ( 2 -naphthalenyl) -D-alanyl -L- 

phenylalanyl-3 - (3 -pyridinyl) -D-alanyl-L-seryl -L-tyrosyl-3 - [1- 
(carboxymethyl) py ridinium- 3 -yl] -D-alanyl -L-leucyl-N6- (1 -methyl ethyl) 
L-lysyl-L-prolyl-, inner salt (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified (modifications unspecified) 
SEQ 1 AFASYALKPA 



HITS AT: 1-10 

MF C77 H98 N14 015 

SR CA 

LC STN Files: CA, CAPLUS, TOXLIT 
Absolute stereochemistry. 

PAGE 1-A 




borin 



08 / 480494 



PAGE 1-B 




1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 126:26 943 

L23 ANSWER 14 OF 15 REGISTRY COPYRIGHT 1997 ACS 
RN 183552-38-7 REGISTRY 

CN D-Alaninamide , N-acetyl-3- (2-naphthalenyl) -D-alanyl-4-chloro-D- 

phenylalanyl-3- (3-pyridinyl) -D-alanyl-L- seryl-N-methyl-L-tyrosyl-D 
asparaginyl-L-leucyl-N6 - ( 1 -methyl ethyl) -L- lysyl -L-prolyl- (9CI) ( 
INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified 



type 


location 


description 


terminal mod. 


Ala-1 


N-acetyl 


terminal mod. 


Ala-10 


C-terminal amide 


modification 


Ala-1 


2-naphthalenyl<2 -Naph> 


modification 


Phe-2 


chloro<Cl> 


modification 


Ala-3 


3 -pyridinyl<3 Py> 


modification 


Tyr-5 


methyl<Me> 


modification 


Lys-8 


l-methylethyl<i- Pr> 



SEQ 1 AFASYNLKPA 



HITS AT: 1-10 

MF C72 H95 Cl N14 014 

CI COM 

SR CAS Registry Services 



Absolute stereochemistry . 
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PAGE 1-A 




PAGE 1-B 




^NHPr-i 
NH 2 O (CH2)4 r 

H || 1 / 




NH 2 



L23 

RN 

CN 



FS 

SQL 

NTE 



ANSWER 15 OF 15 REGISTRY COPYRIGHT 1997 ACS 
155944-29-9 REGISTRY 

D-Alaninamide, N-acetyl-3- (2-naphthalenyl) -D-alanyl-4-chloro-D- 
phenylalanyl-3- (3-pyridinyl) -D-alanyl-L-seryl-L- tyrosyl-N6-L- 
histidyl-D-lysyl-L-leucyl-N6- { 1-methylethyl) -L- lysyl-L-prolyl- (9CI) 
(CA INDEX NAME) 
PROTEIN SEQUENCE 
11,10,1 
multichain 
modified 



type 



location 



description 



terminal mod. 

terminal mod. 

bridge 

stereo 

stereo 

stereo 

stereo 



Ala-1 

Ala-10 

Lys- 6 

Ala-1 

Ala-3 

Lys - 6 

Ala-10 



N-acetyl 

C- terminal amide 
His-1* amide bridge 

D 
D 
D 
D 



SEQ 1 AFASYKLKPA 



borin - 08 / 480494 Page 24 

HITS AT: 1-10 
SEQ 1 H 

MF C79 H106 Cl N17 014 
SR CA 

LC STN Files: CA, CAPLUS, TOXLIT 



PAGE 1-A 




PAGE 1-B 





C- NH- CH" C- NH2 

II I II 

O Me O 



°~~ f 

- NH- CH— C— NH— CH— C— NH~ CH 

O i-Bu O (CH2 ) 4 — NHPr- i 



borin 
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1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 1: 121:27074 



borin - 08 / 480494 Page 1 



= > fil reg 

FILE ' REGISTRY 1 ENTERED AT 15:51:44 ON 02 JUN 1997 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 1997 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 1 JUNE 97 HIGHEST RN 189261-10-7 
DICTIONARY FILE UPDATES: 1 JUNE 97 HIGHEST RN 189357-16-2 

TSCA INFORMATION NOW CURRENT THROUGH DECEMBER 19 96 

Please note that search- term pricing does apply when 
conducting SmartSELECT searches. 

= > d stat que 128 

L28 6 SEA FILE=REGISTRY ABB=ON PLU=ON (EHWSYGLRPG) /SQEP 

=> d his 128- 

(FILE 'REGISTRY' ENTERED AT 15:48:57 ON 02 JUN 1997) 
SAV L27 BORIN48 0A/A 
SAV L23 BORIN4 8 0B/A 
E EHWSYGLRPG/ SQEP 
L28 6 S E3 

FILE 1 HCAOLD 1 ENTERED AT 15:51:10 ON 02 JUN 1997 
L29 0 S L28 

FILE 'HCAPLUS' ENTERED AT 15:51:14 ON 02 JUN 1997 
L30 24 S L28 

FILE 1 USPATFULL ' ENTERED AT 15:51:18 ON 02 JUN 1997 
L31 2 S L28 

FILE 'HCAPLUS, USPATFULL' ENTERED AT 15:51:33 ON 02 JUN 1997 
L32 26 DUP REM L30 L31 (0 DUPLICATES REMOVED) 

FILE 'REGISTRY' ENTERED AT 15:51:44 ON 02 JUN 1997 

=> d 128 1- sqide can 

L2 8 ANSWER 1 OF 6 REGISTRY COPYRIGHT 1997 ACS 
RN 179484-74-3 REGISTRY 

CN Luteinizing hormone-releasing factor (pig) , 1- (N-acetyl-L-glutamic 

acid)- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 
NTE modified 



type 




location 


description 


terminal 


mod . 


Glu-1 


N-acetyl 


terminal 


mod . 


Gly-10 


C-terminal amide 



SEQ 1 EHWSYGLRPG 



HITS AT: 1-10 

MF C57 H79 N17 015 



borin - 08 / 480494 Paqe 2 

SR CA 

LC STN Files: CA, CAPLUS, TOXLIT 
Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 




(CH 2 )3 



NH 2 



4 REFERENCES IN FILE CA (1967 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 126:148362 

REFERENCE 2: 126:42773 

REFERENCE 3: 125:204199 

REFERENCE 4: 125:123469 



L28 ANSWER 2 OF 6 REGISTRY COPYRIGHT 1997 ACS 
RN 138971-61-6 REGISTRY 



borin 
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Page 3 



CN Luteinizing hormone- releasing factor (pig), 1-[N-[(1,1- 

dimethylethoxy) carbonyl] -L-glutamic acid]-, 1 , 1-dimethylethyl ester, 
acetate (2:3) (salt) (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified 



type 




-- location 


description 


terminal mod. 


Gly- 


10 


C-terminal amide 


modification 






undetermined modification 


modification 


Glu- 


1 


(1 , 1-dimethylethoxy) 








carbonyl <Boc> 


modification 


Glu- 


1 


1 , l-dimethylethyl<t-Bu> 



SEQ 



1 EHWSYGLRPG 



HITS AT: 1-10 

MF C64 H93 N17 016 . 3/2 C2 H4 02 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS 

(*File contains numerically searchable property data) 

CM 1 

CRN 138971-60-5 
CMF C64 H93 N17 016 

Absolute stereochemistry. 



PAGE 1-A 



t-BuO. 

h 




HN N 



OBu- 
H 



°„,a< 



OH 




H 2 N 



borin - 08 / 480494 



Page 4 



PAGE 1-B 




O 



N, 




O 



NH 2 



(CH 2 )3 

CM 2 

CRN 64-19-7 

CMF C2 H4 02 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 1: 117:27101 

L28 ANSWER 3 OF 6 REGISTRY COPYRIGHT 1997 ACS 
RN 138971-60-5 REGISTRY 

CN Luteinizing hormone-releasing factor (pig), 1-[N-[(1,1- 

dimethylethoxy) carbonyl] -L-glutamic acid]-, 1 , 1-dimethylethyl ester 
(9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified 



type location description 



terminal mod. Gly-10 - C- terminal amide 

modification Glu-1 - ( 1 , 1- dimethyl ethoxy) 




modification 



Glu-1 



carbonyl <Boc> 

1, l-dimethylethyl<t-Bu> 



SEQ 



1 EHWSYGLRPG 



HITS AT: 1-10 

MF C64 H93 N17 016 
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CI COM 
SR CA 

Absolute stereochemistry. 



PAGE 1-A 




PAGE 1-B 




NH 



L28 ANSWER 4 OF 6 REGISTRY COPYRIGHT 1997 ACS 

RN 60556-70-9 REGISTRY 

CN Luteinizing hormone-releasing factor (pig) , 1-L- glutamic 

acid-10-glycine- (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

SEQ 1 EHWSYGLRPG 



HITS AT: 1-10 
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MF C55 H76 N16 015 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXLIT, USPATFULL 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 



PAGE 1-A 




H 2 N' 



PAGE 1-B 




10 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
10 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 126:72308 

REFERENCE 2: 122:131007 

REFERENCE 3: 121:199201 



REFERENCE 



120:189667 
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REFERENCE 5: 116:144831 
REFERENCE 6: 116:100646 
REFERENCE 7: 110:112726 
REFERENCE 8: 105:151140 
REFERENCE 9: 105:132044 
REFERENCE 10: 85:121509 

L28 ANSWER 5 OF 6 REGISTRY COPYRIGHT 1997 ACS 
RN 47924-54-9 REGISTRY 

CN Luteinizing hormone-releasing factor (pig), 1-L- glutamic acid- (9CI) 

(CA INDEX NAME) 
OTHER NAMES: 
CN [Glul]LH-RH 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 10 

NTE modified 



type 


location 


description 


terminal mod. 


Gly-10 


C-terminal amide 



SEQ 1 EHWSYGLRPG 



HITS AT: 1-10 

MF C55 H77 N17 014 

CI COM 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXLIT 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 



PAGE 1-A 




OH 
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PAGE 1-B 




(CH 2 )3 



NH 2 



11 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
11 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 122:56533 

REFERENCE 2: 12 0:46108 

REFERENCE 3: 117:27101 

REFERENCE 4: 116:144831 

REFERENCE 5: 111:195370 

REFERENCE 6: 111:109751 

REFERENCE 7: 108:204858 



REFERENCE 8: 105:151140 
REFERENCE 9: 103:116578 
REFERENCE 10: 94:58576 

L28 ANSWER 6 OF 6 REGISTRY COPYRIGHT 1997 ACS 
RN , 40489-54-1 REGISTRY 

CN - Luteinizing hormone- releasing factor (pig), 1-L-glutamic acid-, 

triacetate (salt) (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 
NTE modified 



type 


location 


description 


terminal mod . 


Gly-10 


C- terminal amide 


modification 




undetermined modification 



SEQ 1 EHWSYGLRPG 



HITS AT: 1-10 

MF C55 H77 N17 014 . 3 C2 H4 02 
LC STN Files: CA, CAPLUS 



CM 1 
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CRN 47924-54-9 

CMF C55 H77 N17 014 

Absolute stereochemistry. 



PAGE 1-A 




CM 2 

CRN 64-19-7 

CMF C2 H4 02 

0 

II 

C-CH3 

1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 1: 78:124875 
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=> fil hcaplus uspatful 

FILE ' HCAPLUS 1 ENTERED AT 15:52:08 ON 02 JUN 1997 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 1997 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' USPATFULL 1 ENTERED AT 15:52:08 ON 02 JUN 19 97 

CA INDEXING COPYRIGHT (C) 1997 AMERICAN CHEMICAL SOCIETY (ACS) 

=> d bib abs hitrn 1- 

L32 ANSWER 1 OF 2 6 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1997:61234 HCAPLUS 
DN 126 :72308 

TI Methods and apparatus for sequencing polymers with a statistical 

certainty using mass spectrometry 
IN Patterson, Dale H./ Tarr, George E. 
PA Perseptive Biosystems, Inc., USA 
SO PCT Int. Appl., 86 pp. 

CODEN: PIXXD2 
PI WO 9636986 Al 961121 
DS W: JP 

RW: AT, BE, CH, DE, DK, ES, FI , FR, GB, GR, IE, IT, LU, MC, NL, PT, 
SE 

AI WO 96-US7146 960517 
PRAI US 95-446055 950519 
US 95-447175 950519 
DT Patent 
LA English 

AB The method and app. disclosed herein are useful for sequencing 

polymers, and esp . biopolymers, by mass spectrometry. The methods 
involve differing ratios of hydrolyzing agent /polymer disposed upon 
a reaction surface adapted for use with a mass spectrometer. The 
methods further involve integrating data obtained from mass 
spectrometry anal, of a plurality of series of hydrolyzed polymer 
fragments and provide statistical interpretation paradigms and 
computer software therefor. The app. involves a mass spectrometer 
sample holder, having hydrolyzing agent disposed thereon, which is 
useful for adapting any mass spectrometer for polymer sequencing. 

IT 60556-70-9 

RL: PRP (Properties) 

(biopolymer sequencing by mass spectrometry methods and app.) 

L32 ANSWER 2 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1996:459433 HCAPLUS 
DN 125 :204199 

TI Oral absorption studies of lipid-polylysine conjugates of 

thyrotropin releasing hormone (TRH1) and luteinizing hormone 

releasing hormone (LHRH1) 
AU Flinn, Nicholas; Hussain, Ishfaq; Shaw, Andrew; Artursson, Per; 

Gibbons, William A.; Toth, Istvan 
CS The School of Pharmacy, University of London, 2 9-39 Brunswick 

Square, London, WC1N 1AX, UK 
SO Int. J. Pharm. (1996), 138(2), 167-174 

CODEN: IJPHDE; ISSN: 0378-5173 
DT Journal 
LA English 

AB Lipoamino acids and their oligomers provide an excellent means of 
enhancing peptide lipophilicity and also helping to increase the 
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stability of the peptide and protect it from enzymic degrdn. TSH 
releasing hormone (TRH) and LH releasing hormone (LHRH) were 
extended on the N-terminal with one and two lipoamino acids and 
labeled with the 3H-acetyl group. TRH and LHRH conjugates were also 
prepd. where the compds . were extended with two lipoamino acids, a 
polylysine unit and the N-terminal labeled with the 3H-acetyl group. 
The higher lipophilicity resulted in a higher Caco-2 cell assocn. 
and also a higher rate of oral uptake. The addn. of the polylysine 
system increased the water soly. , as well as the oral uptake of the 
conjugates. The conjugates developed have been absorbed and 
detected after oral administration and appear to be stable for a 
considerable time in vivo. 
IT 179484-74-3 

RL: BPR (Biological process); THU (Therapeutic use); BIOL 
(Biological study) ; PROC (Process) ; USES (Uses) 

(oral absorption of lipid-polylysine conjugates of TRH and LHRH) 

L32 ANSWER 3 OF 26 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1996:695833 HCAPLUS 
DN 126:42773 

TI Oral absorption studies of lipidic conjugates of thyrotropin 

releasing hormone (TRH) and luteinizing hormone releasing hormone 
(LH RH) 

AU Flinn, N. ; Coppard, S.; Gibbons, W. A.; Shaw, A.; Artursson, P.; 
Toth, I. 

CS School Pharmacy, University London, London, WC1N 1AX, UK 

SO Pept.: Chem., Struct. Biol., Proc . Am. Pept . Symp . , 14th (1996), 

Meeting Date 1995, 165-167. Editor(s): Kaumaya, Pravin T. P.; 

Hodges, Robert S. Publisher: Mayflower Scientific, Kingswinf ord, UK. 

CODEN: 63NTAF 
DT Conference 
LA English 

AB Oral absorption was studied for TRH and LH-RH chem. modified by 
conjugation to a novel class of compds., the lipoamino acids and 
their homo-oligomers, the lipopeptides . Studies were carried out 
using Caco-2 cells and radiolabeled analogs in rats. Results 
suggest that addn. of lipoamino acids to poorly absorbed peptides is 
a viable way of increasing oral uptake. The bifunctional nature of 
the lipidic units allows them to confer hydrophobicity, thus 
allowing uptake through the gut epithelium. The lipidic moiety also 
protects the peptides from enzymic degrdn. 

IT 179484-74-3 

RL: BPR (Biological process); PRP (Properties); BIOL (Biological 
study); PROC (Process) 

(Oral absorption studies of lipidic conjugates of TSH releasing 

hormone (TRH) and LH releasing hormone (LH RH) ) 

L32 ANSWER 4 OF 2 6 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1997:91318 HCAPLUS 
DN 126:148362 

TI Oral absorption studies of lipid-polylysine conjugates of 

thyrotropin releasing hormone (TRH1) and luteinizing hormone 
releasing hormone (LHRH1) . [Erratum to document cited in 
CA125:204199] 

AU Flinn, Nicholas; Hussain, Ishfaq; Shaw, Andrew; Artursson, Per; 

Gibbons, William A.; Toth, Istvan 
CS The School of Pharmacy, University of London, London, WC1N 1AX, UK 
SO Int. J. Pharm. (1996), 143(1), 125-134 

CODEN: IJPHDE; ISSN: 0378-5173 



borin - 08 / 480494 Page 12 

DT Journal 
LA English 

AB The publisher printed the wrong p. 171. The entire article is 

reprinted here for completeness. The errors were not reflected in 
the abstr. or the index entries. 
IT 179484-74-3 

RL: BPR (Biological process) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PROC (Process) ; USES (Uses) 

(oral absorption of lipid-polylysine conjugates of TRH and LHRH 
(Erratum) ) 

L32 ANSWER 5 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1996:433541 HCAPLUS 
DN 125:123469 

TI Oral absorpt ion studies of lipidic conjugates of thyrotropin 

releasing hormone (TRH) and luteinizing hormone- releasing hormone 
(LHRH) 

AU Flinn, Nicholas; Coppard, Steve; Toth, Istvan 

CS Sch. Pharmacy, Univ. London, London, WC1N 1AX, UK 

SO Int. J. Pharm. (1996), 137(1), 33-39 

CODEN: IJPHDE; ISSN: 0378-5173 
DT Journal 
LA English 

AB The lipoamino acids and their oligomers provide an excellent means 
of enhancing peptide lipophilicity and also increase the biol . 
stability of the peptide by protecting it from enzymic degrdn. The 
enzymically labile peptides TRH and LHRH were conjugated to 
lipoamino acids and lipopeptides . The conjugates were labeled on 
the N-terminal with a [3H] acetyl group, administered orally to rats 
and the uptake examd. A high level of radiolabel uptake was obsd. 
in the blood, liver, spleen, kidneys, small intestine and large 
intestine after oral administration. In general the uptake of 
tripeptide TRH analogs was higher than the decapeptide LHRH analogs. 
Within the same series, conjugates with two lipidic moieties showed 
higher uptake than the conjugates with one lipidic unit. The novel 
conjugates developed have been absorbed and detected after oral 
administration and appear to be stable for a considerable time in 
vivo . 

IT 179484-74-3 

RL: BOC (Biological occurrence) ; BPR (Biological process) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; OCCU (Occurrence) ; PROC 
(Process) ; USES (Uses) 

(oral absorption of lipidic conjugates of TRH and LHRH) 

L32 ANSWER 6 OF 26 USPATFULL 

AN 95:29393 USPATFULL 

TI LHRH-TraTp fusion proteins 

IN Russell- Jones, Gregory J., Middle Cove, Australia 

Stewart, Andrew G., Pymble, Australia 

Tsonis, Con G., Denistone, Australia 
PA Biotechnology Australia Ptl Ltd., Roseville, Australia (non-U. S. 

corporation) 
PI US 5403586 950404 

WO 9102799 910307 
AI US 91-690983 910625 (7) 

WO 90-AU373 900824 

910625 PCT 371 date 
910625 PCT 102 (e) date 
PRAI AU 89-5979 890825 
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DT Utility 

EXNAM Primary Examiner: Draper, Garnette D.; Assistant Examiner: 

Spector, L. 
LREP Foley & Lardner 
CLMN Number of Claims: 17 
ECL Exemplary Claim: 1 

DRWN 19 Drawing Figure (s) ; 15 Drawing Page(s) 
LN.CNT 14 91 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB This invention relates to the preparation of novel fusion proteins 

which comprise an analogue of LHRH and TraTp or an analogue of 
TraTp. The fusion proteins of the invention are useful as 
components of vaccines for the inhibition or control of 
reproductive functions in vertebrate hosts. The invention also 
relates to polynucleotide molecules encoding the fusion proteins, 
to transformant hosts expressing the fusion proteins and to 
methods of inhibiting or controlling reproductive function in 
vertebrate hosts using the fusion proteins or vaccines of the 
invention . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
IT 60556-70-9 

(amino acid sequence of) 

L32 ANSWER 7 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1995 :340887 HCAPLUS 
DN 122:131007 

TI Immunogenic LHRH peptide constructs and synthetic universal immune 

stimulators for vaccines 
IN Ladd, Anna E.; Wang, Chang Yi ; Zamb, Timothy 
PA USA 

SO PCT Int. Appl., 217 pp. 

CODEN : PIXXD2 
PI WO 9425060 Al 941110 
DS W: AU, CA, FI, JP, KR, NO, US 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
AI WO 94-US4832 940428 
PRAI US 93-57166 930427 

US 94-229275 940414 
DT Patent 
LA English 

AB This invention relates to immunogenic LH releasing hormone (LHRH) 
peptides that lead to suppression of LHRH activity in males or 
females. When male rats are immunized with these peptides, serum 
testosterone drops and androgen- dependent organs atrophy 
significantly. These peptides are useful for inducing infertility 
and for treating prostatic hyperplasia, androgen- dependent 
carcinoma, prostatic carcinoma and testicular carcinoma in males. 
In females, the peptides are useful for treating endometriosis, 
benign uterine tumors, recurrent functional ovarian cysts and 
(severe) premenstrual syndrome as well as prevention or treatment of 
estrogen-dependent breast cancer. The subject peptides contain a 
helper T cell epitope and have LHRH at the C terminus. The helper T 
cell epitope aids in stimulating the immune response against LHRH. 
The peptides, optionally contain an invasin domain which acts as a 
general immune stimulator. In another aspect this invention relates 
to immunogenic synthetic peptides having an invasin domain, a helper 
T cell epitope and a peptide hapten and methods of using these 
peptides to treat disease or provide protective immunity. The 
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Page 14 



peptide haptens of the invention include LHRH, amylin, gastrin, 
gastrin releasing peptide, IgE CH4 peptide, Chlamydia MOMP peptides, 
HIV V3 peptides and Plasmodium berghei. 
IT 60556-70-9 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(immunogenic constructs contg. helper T cell epitope fused to 
LHRH and synthetic universal immune stimulators for vaccines) 

L32 ANSWER 8 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1994:599201 HCAPLUS 
DN 121:199201 

TI Substrate phosphorylation capacities of the major tyrosine protein 
kinase from the human promyelocytic cell line, HL-6 0 

AU Ernould, Anne- Pascale ; Ferry, Gilles; Barret, Jean-Marc; Genton, 
Annie; Boutin, Jean A. 

CS Dep. Exp. Oncol., Servier Res. Inst., Suresnes, Fr . 

SO Int. J. Pept. Protein Res. (1994), 43(5), 496-504 
CODEN: IJPPC3; ISSN: 0367-8377 

DT Journal 

LA English 

AB The major tyrosine protein kinase, HPK4 0, isolated from HL-60, the 
prepn. of which is described elsewhere (Ernould, A. P., Ferry, G., 
Barret, J. M., Genton, A. and Boutin, J. A., Eur. J. Biochem., 214, 
503-514) , was investigated as to its specificity on a no. of 
peptides and proteins. It was found that HPK4 0 can phosphorylate 
histones (except histone H4) , casein, acid-treated enolase, actin 
and tubulin but not calmodulin. Phosphorylation specificity of 
HPK40 was investigated using over a hundred peptidic structures. 
HPK40 is not related to the * src ' family and does not phosphorylate 
efficiently either the tetrapeptide NEYT derived from the pp60src 
auto-phosphorylation domain or the corresponding peptide RRsrc, 
RRLIED-NEYTARG. VALYDYESR from the SH3 domain of pp6 0c-src is 
recognized as a substrate with a high phosphorylation level. 
DEDYIQD, derived from the phosvit in/casein kinase II, was also 
highly phosphorylated . In order to det . the minimal recognition 
sequence of HPK4 0, the phosphorylation of about 6 0 dito 
tetrapeptides was investigated. Some of the tetrapeptides , such as 
*EEYE and NEYE, were well phosphorylated. Even some tripeptides, 
such as EYE, DYM, TYS and KYE, were recognized by HPK40, while none 
of the tested dipeptides was recognized as substrate. Sequences of 
peptides from DRVYHPF (angiotensin) , LEEEEEAYGWMDF (minigastrin) and 
QEEYSAM (from H-rasl) were examd . as substrates. The presence of 
one or several acidic residues on the N . alpha . -side of tyrosine 
residue was identified as the only apparently favorable determinant. 
These results are steps towards the min. recognition sequence, which 
in turn will serve as a lead for chem. modifications in view of 
obtaining a specific, low-mol . -wt . , inhibitor of this human tyrosine 
protein kinase. 

IT 60556-70-9 

RL: BIOL (Biological study) 

(tyrosine protein kinase HLK4 0 of human promyelocytic cell line 
HL-60 specificity for, structure relation to) 

L32 ANSWER 9 OF 26 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1995:69214 HCAPLUS 
DN 122:56533 

TI In vitro amidation for preparation of recombinant peptides: enzymic 

coupling with specific endopeptidases 
AU Togame, H.; Inaoka, T.; Kokubo, T. 
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CS International Res. Lab., Ciba-Geigy Japan Ltd., Takarazuka, 665, 
Japan 

SO Pept.: Chem., Struct. Biol., Proc . Am. Pept . Symp., 13th (1994), 

Meeting Date 1993, 77-9. Editor(s): Hodges, Robert S.; Smith. John 
A. Publisher: ESCOM, Leiden, Neth. 
CODEN: 6 0LXAW 

DT Conference 

LA English 

GI 



H-CYIQNCPXXl-NH 2 I H-CYFQNCPRX2-NH 2 II 



AB A symposium report on the prepn. of recombinant peptides via enzymic 
coupling with specific endopeptidases . Recombinant prolyl 
endopeptidase was applied to the enzymic coupling of <EHWSYGLRP-OH 
(<E = pyroglutamic acid) with H-G-NH2 to give <EHWSYGLRPG-NH2 
(LH-releaing hormone) and the enzymic coupling of cystine peptide I 
(XXI = null) with H-LG-NH2 to give oxytocin I (XXI = LG) . Arginyl 
endopeptidase was applied to the enzymic coupling of cystine peptide 
II (X2 = null) with H-G-NH2 to give vasopressin II (X2 = G) . 

IT 47924-54-9P 

RL: BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
( Preparation) 

(prepn. of recombinant peptides via enzymic coupling with 
specific endopeptidases) 

L32 ANSWER 10 OF 2 6 USPATFULL 
AN 93:87127 USPATFULL 

TI Process for preparing immune complexes 

IN Morein, Bror, Ollonstigen 3, Vreta, S-75590 Uppsala, Sweden 

PI US 5254339 931019 

WO 8702250 870423 
AI US 87-70920 870601 (7) 

WO 86-SE8700480 861016 

870601 PCT 371 date 
870601 PCT 102 (e) date 
PRAI EP 85-850326 851016 
DT Utility 

EXNAM Primary Examiner: Rosen, Sam 
LREP Young & Thompson 
CLMN Number of Claims: 19 
ECL Exemplary Claim: 1 

DRWN 1 Drawing Figure (s); 1 Drawing Page(s) 
LN.CNT 1236 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process is provided for preparing an immunogenic complex 

containing antigenic proteins and peptides with hydrophobic 
domains, whereby proteins or peptides from viruses, mycoplasmas, 
bacteria, parasites, animal cells with hydrophobic domains are 
mixed with one or more solubilizing agents, whereby complexes are 
formed between proteins or peptides and the solubilizing agent, 
where after the proteins or peptides are separated from 
solubilizing agent in the presence of, or are separated from, the 
solubilizing agent and directly transferred to a glycoside 
solution, containing one or more glycosides with hydrophobic and 
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hydrophilic domains in a concentration of at least the critical 
micellar concentration, thereby forming a protein complex which is 
isolated and purified, characterized in that lipids are added 
before the complex is isolated and purified. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 60556-70-9 

(carrier-bound, as antigen) 

L32 ANSWER 11 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1994:46108 HCAPLUS 
DN 120:46108 

TI A novel computer modeling approach to the structures of small 

bioactive peptides: The structure of gonadotropin releasing hormone 

AU Gupta, Hema M.; Talwar, Gursaran P.; Salunke, Dinakar M. 

CS Natl. Inst. Immunol., New Delhi, 110 067, India 

SO Proteins: Struct., Funct . , Genet. (1993), 16(1), 48-56 
CODEN: PSFGEY; ISSN: 0887-3585 

DT Journal 

LA English 

AB A novel computer modeling approach suitable for the structure anal . 
of small bioactive peptides has been developed. This approach 
involves identification of conformational patterns in protein 
structure data bank based on the sequence homol . with the bioactive 
peptide. The models built on the basis of this homol. and having 
common conformational patterns are analyzed under the structural 
constraints derived from the activity data of various synthetic 
analogs of the peptide. Application of this procedure to the 
gonadotropin-releasing hormone (GnRH) resulted in a library of 
possible structures for GnRH, 9 among which shared a common 
.beta. -turn. Further anal, of the structures contg. the .beta. -turn 
motif, in the context of the structure-activity data, led to a model 
for the active conformation of GnRH. The topol . of the putative 
receptor binding site of the hormone is defined by a contiguous 
surface formed through an appropriate juxtaposition of the 
N- terminal pGlul, the guanidyl group of Arg8 , arom . side chain of 
Trp3, and the Glyl0-NH2 at the C- terminal end. 

IT 47924-54-9 

RL: PRP (Properties) 

(conformation of, receptor-binding site in relation to) 

L32 ANSWER 12 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1994:189667 HCAPLUS 
DN 120:189667 

TI Lesions in the hypothalamus after active immunization against GnRH 
in the pig 

AU Molenaar, G.J.; Lugard-Kok, C; Meloen, R.H.; Oonk, R.B.; de Koning, 

J.; Wensing, C.J.G. 
CS Sch. Vet. Med., Univ. Utrecht, Utrecht, 3508 TD, Neth . 
SO J. Neuroimmunol . (1993), 48(1), 1-11 

CODEN: JNRIDW; ISSN: 0165-5728 
DT Journal 
LA English 

AB The terminals of the hypothalamic gonadotrophin hormone- releasing 
hormone (GnRH) neurons are located within the median eminence and 
thereby extend beyond the protection of the blood-brain barrier. 
Thus, these terminals may be subjected to direct autoimmune action 
in animals that are actively immunized against GnRH. Boars (male 
pigs) were actively immunized against GnRH by two successive 
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injections with synthetic GnRH, covalently coupled to KLH and 
dissolved in CFA or IFA. They were killed at 26 wk of age. 
Immunized boars were selected on the basis of the resultant testes 
size, which indicates the effectiveness of the immunization. The 
hypothalami of 25 selected animals were studied by histol. and 
immunocytochem . techniques and compared with the hypothalami of 
three sham- and nine control animals. In the immunized animals, 
changes in the GnRH system had taken place. These comprised 
dystrophy of the perikarya and a sharp decrease of the GnRH 
immunocytochem. reactivity in the terminals within the median 
eminence. In addn., various degrees of inflammatory reactions were 
present, particularly within the median eminence. These consisted 
of tissue disruption by edema, collapse of the capillaries, fibrosis 
and infiltration with fibroblasts. In addn., accumulations of 
neurosecretum within the median eminence in combination with 
hypertrophy of magnocellular neurons within the hypothalamus were 
present . The reactions were restricted to the median eminence and 
did not involve other neurohemal organs or other parts of the 
hypothalamus. A correlation could be established between the 
incidence of the lesions and the effectiveness of the GnRH 
autoimmunity (as indicated by the size and endocrine function of the 
gonads and the anti-GnRH titers) . Changes in extra- and 
intracellular IgG immunocytochem. reactivity within the median 
eminence indicated the involvement of IgG. The effects were absent 
from control and sham vaccinated animals and after vaccinations with 
other compns . of the vaccine. Thus, hypothalamic lesions have been 
obsd. in this selected group of animals, vaccinated against GnRH 
with this particular vaccine. 
IT 60556-70-9D, protein conjugates 
RL: BIOL (Biological study) 

(immunization with, from gonadotrophin hormone-releasing hormone, 
hypothalamus lesions induction by) 

L32 ANSWER 13 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1992:144831 HCAPLUS 
DN 116:144831 

TI [Hyp9] -LHRH, its derivatives or fragments, and production method and 

uses as a drug or in an assay 
IN Gautron, Jean Pierre; Pattou, Eliane; Kordon, Claude; Bauer, Karl 
PA Institut National de la Sante et de la Recherche Medicale (INSERM) , 

Fr . 

SO PCT Int. Appl., 84 pp. 

CODEN: PIXXD2 
PI WO 9116343 Al 911031 
DS W: CA, JP, US 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LU, NL, SE 
AI WO 91-FR332 910422 
PRAI FR 90-5147 900423 
DT Patent 
LA French 
OS MARPAT 116:144831 

AB Peptides pyroGlu-His-Trp-Ser-Tyr-X-Leu- Arg-Hyp- Y (X = Gly, D-Ala, 
D-Ser, D-Trp, D-His; Y = Gly-CONH2, ethylamide) (I), which have a 
substantial sequence analogy with LHRH, are provided, as are 
fragments of I, The peptides may display agonist or antagonist 
activity for LHRH and may be used for treating gynecol . or 
reproductive endocrinol . disorders, gonadal or secondary sexual 
organ cancers, and psychiatric disorders in part involving behavior 
disorders leading to sexual aggressiveness. The peptide can also be 
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used for exploring the hypothalamic -pituitary axis or in RIAs or 
biol . assay methods for biol . fluids or for tissue biopsy methods. 
Isolation of [Hyp9] -LHRH from rat hypothalamus, as well as its 
purifn., sequence detn., and biol. activity are described. Binding 
sites or receptors binding LHRH and a carboxyl- terminal fragment 
(4-10) of [Hyp- 9] -LHRH were shown not to be the same in the 
hippocampus . 
IT 47924-54-9 60556-70-9 

RL: BIOL (Biological study) 

(antiLHRH antibodies reactivity with) 

L32 ANSWER 14 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1992:100646 HCAPLUS 
DN 116:100646 

TI Fusion proteins of luteinizing hormone releasing hormone and TraT 

proteinfor use as contraceptive vaccines 
IN Russell- Jones, Gregory John; Stewart, Andrew George; Tsonis, Con 

George 

PA Biotechnology Australia Pty. Ltd., Australia 
SO PCT Int. Appl., 4 9 pp. 

CODEN: PIXXD2 
PI WO 9102799 Al 910307 
DS W: AU, CA, JP, US 

RW: AT, BE, CH, DE, DK, ES, FR, GB, IT, LU, NL, SE 
AI WO 90-AU373 900824 
PRAI AU 89-5979 890825 
DT Patent 
LA English 

AB Fusion proteins of the Escherichia coli TraT gene product and 

analogs of luteinizing hormone releasing hormones (LHRH) analogs are 
prepd. to be used as a vaccines to inhibit reprodn. in vertebrates. 
Recombinant plasmids encoding the fusion proteins, with one or more 
LHRH genes inserted into one or more restriction sites were 
constructed. The protein purified from the transf ormants , e.g. E. 
coli, was formulated with an adjuvant such as saponin for immunizing 
dogs and mice and their antigenicity was obsd. 

IT 60556-70-9 

RL : PRP ( Propert i es ) 

(amino acid sequence of) 

L32 ANSWER 15 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1992:427101 HCAPLUS 
DN 117:27101 

TI Synthesis of mammalian gonadoliberin analogs with the N-terminal 

glutamine or glutamic acid 
AU Masiukiewicz , Elzbieta; Rzeszotarska , Barbara; Fortuna, Gabriela; 

Kochman, Kazimierz 
CS Inst. Chem., Pedagog. Univ. Opole, Opole, 45-052, Pol. 
SO J. Prakt. Chem. (1991), 333(4), 573-8 

CODEN: JPCEAO; ISSN: 0021-8383 
DT Journal 
LA English 

AB The synthesis of two mammalian gonadoliberin analogs 

H-X-His-Trp-Ser-Tyr-Gly-Leu-Arg-Pro-Gly-NH2 (X = Gin, Glu) in soln. 
by the [(2+4) +4] segment coupling method is described. 

IT 138971-61-6P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. and deblocking of, with hydrogen chloride) 

IT 47924-54-9P 
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RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of) 

L32 ANSWER 16 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1989:509751 HCAPLUS 
DN 111:109751 

TI Reproductive hormone- specific immunocontraceptives comprising 

antiidiotypic antibodies, their preparation, and methods of using 
them 

IN Grimes, Stephen; Benjamini, Eliezer; Scibienski, Robert J. 

PA Aphton Corp . , USA 

SO PCT Int. Appl., 59 pp. 

CODEN: PIXXD2 
PI WO 8808719 Al 881117 

DS W: AU, BB, BG, BR, DK, FI, HU, JP, KP, KR, LK, MC, MG, MW, NO, RO, 
SD, SU 

RW: AT, BE, BJ, CF, CG, CH, CM, DE, FR, GA, GB, IT, LU, ML, MR, NL, 
SE, SN, TD, TG 
AI WO 88-US1541 880504 
PRAI US 87-49170 870512 
DT Patent 
LA English 

AB Antiidiotype antibodies (AiAbs) formed against ant i- reproductive 

hormone Abs and expressing internal images of reproductive hormone 
antigenic determinants are prepd. and used to immunize female or 
male mammals for contraception. Female or male mammals may also be 
passively immunized against .gtoreq.l reproductive hormone using a 
compn. comprising an effective amt . of Abs against reproductive 
hormones. Mice were immunized against LH-RH coupled to succinylated 
human . gamma . -globulin or to diphtheria toxin. Spleen cells were 
fused with P3 tumor cells using PEG, etc., and hybridomas secreting 
neutralizing Abs specific for LH-RH were selected and cloned. 
Monoclonal anti -LH-RH Abs shown to be contraceptive in mice were 
coupled to keyhole limpet hemocyanin and the conjugates were used to 
immunize mice to induce AiAbs. A 2nd set of hybridomas was produced 
and screened, etc. Rabbits were immunized with mixts. of monoclonal 
AiAbs (contg. .ltoreq.10 individual Abs) in which each was present 
at 10 or 5 00 . mu.g in Freund's complete adjuvant (1st 2 injections) 
or alum (last 2 injections). The rabbits had anti-LH-RH response. 

IT 47924-54-9DP, [Glul] -LH-RH, diphtheria toxoid or 
. gamma . -globulin conjugates 
RL: PREP (Preparation) 

(prepn. of, as immunogens, for prepn. of antiidiotypic antibodies 
for female contraceptive vaccines) 

L32 ANSWER 17 OF 2 6 HCAPLUS COPYRIGHT 1997 ACS 
AN 1989:112726 HCAPLUS 
DN 110:112726 

TI T-immunogenic peptides are constituted of rare sequence patterns. 

Use in the identification of T epitopes in the human 

immunodeficiency virus gag protein 
AU Claverie, Jean Michel; Kourilsky, Philippe; Langlade -Demoyen, 

Pierre; Chaluf our- Prochnicka, Ada; Dadaglio, Gilles; Tekaia, Fred j ; 

Plata, Fernando; Bougueleret, Lydie 
CS Lab. Biol. Immunol. Mol . Retrovirus, Inst. Pasteur, Paris, F-75724, 

Fr . 

SO Eur. J. Immunol. (1988), 18(10), 1547-53 

CODEN: EJIMAF; ISSN: 0014-2980 
DT Journal 
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LA English 

AB The sequences of a set of 63 peptides of demonstrated T 

immunogenicity have been analyzed and compared with 2 different 
randomly generated sets of sequences. This study indicates a 
statistically significant tendency of T immunogenic peptides to be 
constituted of clusters of rare tetrapeptides, as evaluated from the 
available sequence data banks. This result has been used to locate 
potential T epitopes in the human immunodeficiency virus (HIV) gag 
protein. Four peptides corresponding to the best candidate T 
epitopes (chosen in regions of conserved sequence among different 
virus isolates) have been synthesized and found to be recognized by 
a HIV-l-specif ic, HLA-A2- restricted human cytotoxic T cell line. 

IT 60556-70-9 

RL: BAC (Biological activity or effector, except adverse); PRP 
(Properties) ; BIOL (Biological study) 

(T-lymphocyte antigenic determinant-contg . , structural properties 

of) 

L32 ANSWER 18 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1989:595370 HCAPLUS 
DN 111:195370 

TI Collision-induced fragmentation of (M + H) + ions of peptides. Side 

chain specific sequence ions 
AU Johnson, Richard S.; Martin, Stephen A.; Biemann, Klaus 
CS Dep. Chem., Massachusetts Inst. Technol . , Cambridge, MA, 0213 9, USA 
SO Int. J. Mass Spectrom. Ion Processes (1988), 86, 137-54 

CODEN: IJMPDN; ISSN: 0168-1176 
DT Journal 
LA English 

AB The collision (10 keV) -induced decompn. (CID) of (M + H) + ions of 
peptides generated by fast atom bombardment ionization has been 
studied in a tandem mass spectrometer consisting of two consecutive 
double- focussing analyzers. Two novel fragmentation processes are 
described; one (termed dn) leads to the formation of N- terminal ions 
that permit the differentiation of leucine and isoleucine; the other 
leads to a new set of C-terminal ions (termed vn) and is related to 
the structure of the amino acid representing the N-terminus of the 
fragment. The mechanisms of formation are supported by B2 /E and B/E 
scans, which define the precursor and product ions. These and other 
fragmentations of (M + H) + ions under CID conditions and kV 
collision energies seem to involve fragmentation at a site remote 
from the charge. The fragmentation processes which (M + H) + ions of 
peptides undergo are related to the site of protonation and the 
degree to which the pos . charge is fixed at that site. 

IT 47924-54-9 

RL: PRP (Properties) 

(collision- induced decompn. mass spectra of) 

L32 ANSWER 19 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1988:204858 HCAPLUS 
DN 108:204858 

TI Carbon- 13 NMR spectroscopy of indole derivatives 
AU Morales-Rios, M. S.; Espineira, J.; Joseph-Nathan, P. 
CS Cent. Invest. Estud. Avanzados, Inst. Politec. Nac . , Mexico City, 
07000, Mex. 

SO Magn. Reson. Chem. (1987), 25(5), 377-95 

CODEN: MRCHEG; ISSN: 0749-1581 
DT Journal 
LA English 
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AB The chem. shifts of 298 naturally occurring and synthetic compds . 
contg. the indole chromophoric group are listed. Substituent 
effects on 13C chem. shifts (SCS) induced by substitution on the 
heteroarom. f ive-membered ring are discussed. The data provide a 
ref . set for future 13C NMR investigations and highlight the need 
for unambiguous exptl. evidence to resolve controversial assignments 
for differently substituted representative indole derivs . Many 
original assignments have been changed, and values not considered to 
be unambiguously assigned are delineated. The 1J(CH) values for the 
parent indole were measured. 

IT 47924-54-9 

RL: RCT (Reactant) 

(carbon-13 NMR chem. shifts of) 

L32 ANSWER 2 0 OF 26 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1986:532044 HCAPLUS 
DN 105:132044 

TI Immunogenic complex and its use as an immune stimulant, vaccines and 

reagent 
IN Morein, Bror 
PA Swed . 

SO Eur. Pat. Appl . , 65 pp. 

CODEN: EPXXDW 
PI EP 180564 A2 860507 

DS R: AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 
AI EP 85-850326 851016 
PRAI SE 84-5493 841101 
DT Patent 
LA English 

AB An immunogenic complex is prepd . by (1) mixing antigenic biol . 

material with a solubilizing agent to form a complex between the 
solubilizing agent and proteins or peptides in the material; (2) 
transferring the proteins or peptides from the complex with ) 
solubilizing agent to a soln. of a glycoside with which they formed 
a complex serving as a carrier mol . ; (3) coupling .gtoreq. 1 
antigens or haptens to the carrier. For example, envelope proteins 
from influenza virus strain PR8 were solubilized with 2 0% 
N-decanoyl-N-methylglucamine and sepd. from the core structure by 
centrif ugation through 2 0% sucrose contg. the detergent at a concn . 
> than the crit . micellar concn. The collected proteins, with 0.1% 
Quil A (saponin) added to form a complex, were dialyzed against 0.9% 
NaCl and coupled to LH-RH with glutaraldehyde . Mice immunized with 
this LH-RH conjugate showed a strong immune response with no side 
effects . 

IT 60556-70-9 

RL: BIOL (Biological study) 

(carrier-bound, as antigen) 

L32 ANSWER 21 OF 26 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1986:551140 HCAPLUS 
DN 105:151140 

TI Preparation of a monoclonal antibody to common amino acid sequence 

of LH-RH and its application 
AU Park, Min Kyun; Wakabayashi , Katsumi 

CS Inst. Endocrinol., Gunma Univ., Maebashi, 371, Japan 
SO Endocrinol. Jpn. (1986), 33(2), 257-72 

CODEN: ECJPAE; ISSN: 0013-7219 
DT Journal 
LA English 
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AB To prep, an antibody directed at the common amino acid sequence of 
mammalian, avian, and fish LH-RH C-terminal free LH-RH was 
conjugated with bovine thyroglobulin, and was used as the antigen. 
A monoclonal antibody (LRH13) was obtained as an ascitic fluid by 
fusing the spleen cells of a BALB/c donor mouse immunized with the 
antigen to X63.Ag8.653 mouse myeloma cells followed by limiting 
diln. cloning and transplanting a pos . clone to BALB/c mice. This 
monoclonal antibody seems to belong to IgG2b as it was eluted from 
protein A-Sepharose CL-4B with citrate buffer pH 3.5. Competitive 
binding expt . using fragment peptides of LH-RH indicated the binding 
site of LRH13 was a region around serine and tyrosine, and 
modification of mammalian LH-RH by radioiodination caused a marked 
decrease in the binding activity. LRH13 has an affinity const, of 
0.134 .times. 109 M-l to native mammalian LH-RH, and binds 
C-terminal free LH-RH with a similar affinity (1.6-fold), however, 
it binds with higher affinities to N- and C-terminal free LH-RH 
(12.9-fold), N-terminal free LH-RH (10.4-fold), salmon LH-RH 
(8.3-fold) and chicken LH-RH- 1 (6.0-fold). Chicken LH-RH-II, where 
tyrosine is replaced for histidine, has a lower affinity (0.3-fold) 
than that of mammalian LH-RH. From its high affinity to N- , 
C-terminal free LH-RH, LRH13 is also expected to bind possible 
precursor peptides of LH-RH. Immunohistochem . staining of the brain 
sections obtained from rats, mice, chickens, Japanese quail, and 
rainbow trout successfully visualized cell bodies and fibers 
distributed from the olfactory bulb to the median eminence, 
indicating high LH-RH specificity and wide crossreactivity in animal 
classes of this monoclonal antibody. With this antibody, LH-RH-like 
immunoreactive substance in the pineal gland was also stained with 
fixation at neutral pH . 

IT 47924-54-9 60556-70-9 

RL: BIOL (Biological study) 

(monoclonal antibody to mammalian LH-RH binding by) 

L32 ANSWER 22 OF 26 HCAPLUS COPYRIGHT 1997 ACS 
AN 1985:516578 HCAPLUS 
DN 103:116578 

TI Novel activity of human angiotensin I converting enzyme: release of 
the amine- and carboxyl- terminal tripeptides from the luteinizing 
hormone- releasing hormone 

AU Skidgel, Randal A.; Erdos, Ervin G. 

CS Health Sci . Cent., Univ. Texas, Dallas, TX, 75235, USA 
SO Proc. Natl. Acad. Sci. U. S. A. (1985), 82(4), 1025-9 

CODEN: PNASA6; ISSN: 0027-8424 
DT Journal 
LA English 

AB The hydrolysis of LH-RH [9034-40-6] by homogeneous human 

angiotensin I-converting enzyme (EC 3.4.15.1) (ACE) [9015-82-1] was 
studied. Although this decapeptide is blocked at both the NH2 and 
COOH termini, it was metabolized to several peptides, which were 
sepd. by HPLC and identified by amino acid anal. A major product 
was the NH2-terminal tripeptide, pGlu-His-Trp [35925-21-4] , and 
another was LH-RH- (4-10) [51776-33-1] heptapeptide, indicating that 
the Trp-Ser bond is cleaved to release the NH2-terminal tripeptide. 
ACE also released the COOH- terminal tripeptide, Arg- Pro-Gly-NH2 
[52699-98-6] , and then sequentially the dipeptides Gly-Leu 
[869-19-2] and Ser-Tyr [21435-27-8], leaving pGlu-His-Trp intact. 
Thus, pGlu-His-Trp was formed by both NH2- and COOH- terminal 
hydrolysis. The cleavage of LH-RH was inhibited by specific ACE 
inhibitors and by antibody to ACE but not by inhibitors of other 
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enzymes, showing that the hydrolysis was indeed due to ACE. In the 
absence of CI, the hydrolysis proceeded at only 16% of the maximal 
rate (in 500 mM NaCl), but in 10 mM NaCl it increased to 64%. In 
500 mM NaCl soln., 86% of the hydrolysis was accounted for by the 
release of the NH2- terminal tripeptide, whereas in 10 mM NaCl, the 
COOH-terminal and NH2-terminal cleavage occurred about equally. The 
Km of LH-RH in 500 nM NaCl was 167 .mu.M and the catalytic const, 
kcat was 210 min-1. When the NH2-terminal pyroglutamic acid was 
replaced with glutamic acid [ [Glul] LH-RH [47924-54-9], 
ACE liberated almost exclusively the COOH-terminal tripeptide in 10 
mM NaCl. Thus, human ACE, although it is named peptidyl dipeptidase 
or dipeptidyl carboxypeptidase, can cleave a protected peptide at 
the NH2 or COOH terminus. The enzyme could be involved in the in 
vivo metab. of LH-RH and possibly other blocked peptides. 
IT 47924-54-9 

RL: RCT (Reactant) 

(hydrolysis of, by angiotensin I-converting enzyme) 

L32 ANSWER 23 OF 26 HCAPLUS COPYRIGHT 19 97 ACS 
AN 1981:25412 HCAPLUS 
DN 94:25412 

TI Similar luteinizing hormone-releasing hormone binding sites in rat 

anterior pituitary and ovary 
AU Reeves, Jerry J.; Seguin, Carl; Lefebvre, Fleur-Ange; Kelly, Paul 

A.; Labrie, Fernand 
CS Cent. Hosp., Univ. Laval, Laval, PQ, G1V 4G2, Can. 
SO Proc. Natl. Acad. Sci . U. S. A. (1980), 77(9), 5567-71 

CODEN: PNASA6; ISSN: 0027-8424 
DT Journal 
LA English 

AB To study the LH-RH [9034-40-6] receptors in the rat anterior 
pituitary gland and ovary, 1251-labeled [D-Ser(tert butyl) 6 
des-Gly-NH210] LH-RH ethylamide [58978-18-0] was used as a labeled 
ligand. The binding characteristics were assessed by Scatchard 
anal, of labeled ligand binding and by potency displacement with 
unlabeled peptides. Similar Kd values, ranging from 0.1 to 0.3 nM, 
were found for the labeled and unlabeled peptides in both tissues. A 
similar order of potency was obsd. between the binding affinity of 
15 peptides in anterior pituitary and ovarian homogenates and their 
biol . activity on LH [9002-67-9] release in rat anterior pituitary 
cells in culture. Thus, the LH-RH receptors present in the rat 
ovary have specificity similar to that of the anterior pituitary 
LH-RH receptor controlling secretion of LH and FSH . Moreover, the 
binding affinities of the LH-RH agonists and antagonists can 
account, at least up to a large extent, for their relative biol. 
potencies. The possible physiol . significance of these ovarian 
receptors is discussed. 
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RL: BIOL (Biological study) 
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TI Specific binding of a potent LHRH agonist in rat testis 

AU Lefebvre, Fleur Ange; Reeves, Jerry J.; Seguin, Carl; Massicotte, 

Jocelyne; Labrie, Fernand 
CS Le Cent. Hosp., Univ. Laval, Laval, PQ, G1V 4G2, Can. 
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SO Mol. Cell. Endocrinol. (1980), 20(2), 127-34 

CODEN: MCEND6; ISSN: 03 03-72 07 
DT Journal 
LA English 

AB High affinity binding sites for the potent LH-RH [9034-40-6] 
agonist 1251-labeled D-Ser ( tert-butyl) 6 , des-GlyNH210] -LH-RH- 
ethylamide [57982-77-1] are present in dissocd. rat testicular 
interstitial cells, a prepn. rich in Leydig cells. The iodinated 
LH-RH agonist binds to a single class of high affinity sites at a KD 
value of 0.12 nM and the no. of binding sites is approx. 
2500/interstitial cell. A close correlation is obsd. between the 
potency of representative LH-RH agonists to stimulate LH 
[9002-67-9] release in anterior pituitary cells in culture and their 
affinity for the testicular binding sites. The presence of specific 
LH-RH receptors in an enriched population of Leydig cells suggests 
that these receptors play a role, not only in the antif ertility 
effects of LH-RH agonists, but also in the physiol . control of 
testicular functions. 
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RL: PROC (Process) 
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TI Characteristics of anti-LH-RH antiserums induced by two different 
immunogens 

AU Valcke, Jean C; Pique, Louis; Cesselin, Francois; Strauch, Georges 
CS Cent. Rech. Endocrinol., Fac . Cochin- Port-Royal , Paris, Fr. 
SO C. R. Hebd. Seances Acad. Sci . , Ser. D (1976), 282(21), 1901-4 

CODEN : CHDDAT 
DT Journal 
LA French 

AB Rabbit antibodies against LH- releasing factor were prepd. by 

coupling the decapeptide to bovine serum albumin using carbodiimide 
or bisdiazobenzidine . The former method gave better results. 
Fragments of the decapeptide degraded from C-end did not react with 
the specific antibodies. Some of the fragments degraded from N-end 
had the same or higher affinity for the specific antibodies as the 
native decapeptide. 
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(immunol. cross-reaction of, with antiserum to LH-releasing 
factor) 
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TI Syntheses and biological activities of analogs of luteinizing 

hormone-releasing hormone (LH-RH) substituted in position 1 or 2 

AU Yanaihara, N.; Tsuji, K. ; Yanaihara, C; Hashimoto, T.; Kaneko, T.; 
Oka, H.,* Arimura, A.; Schally, A. V. 

CS Shizuoka Coll. Pharm., Sizuoka, Japan 

SO Biochem. Biophys . Res. Commun . (1973), 51(1), 165-73 

CODEN: BBRCA9 
DT Journal 
LA English 

AB Syntheses are described of [Prol] -LH-RH, [Orotic acidl] -LH-RH, 
[Glul] -LH-RH (I), [Ser2] -LH-RH, [Leu2] -LH-RH, [Gln2] LH-RH and 
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[Phe2] -LH-RH, (II) . The LH-RH activity of each of these peptides 
was compared with that of natural LH-RH in vivo. I and II had 
significant LH-RH activity, while all the other analog possessed 
extremely low activities. These findings are briefly discussed in 
the of the structure-activity relationship for LH-Rh. 
IT 40489-54-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
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